Abstract. The study's objective was to compare demographics, APOE genotypes, and rate of rise over time in functional impairment in neuropsychologically defined language, typical, and memory subgroups of clinical Alzheimer's disease (AD). 1,368 participants from the National Alzheimer's Coordinating Center database with a diagnosis of probable AD (CDR 0.5-1.0) were included. A language subgroup (n = 229) was defined as having language performance >1 SD worse than memory performance. A memory subgroup (n = 213) was defined as having memory performance >1 SD worse than language performance. A typical subgroup (n = 926) was defined as having a difference in language and memory performance of <1 SD. Compared with the memory subgroup, the language subgroup was 3.7 years older and more frequently self-identified as African American (OR = 3.69). Under a dominant genetic model, the language subgroup had smaller odds of carrying at least one APOE4 allele relative to the memory subgroup. While this difference was present for all ages, it was more striking at a younger age (OR = 0.19 for youngest tertile; OR = 0.52 for oldest tertile). Compared with the memory subgroup, the language subgroup rose 35% faster on the Functional Assessment Questionnaire and 44% faster on CDR sum of boxes over time. Among a subset of participants who underwent autopsy (n = 98), the language, memory, and typical subgroups were equally likely to have an AD pathologic diagnosis, suggesting that variation in non-AD pathologies across subtypes did not lead to the observed differences. The study demonstrates that a language subgroup of AD has different demographics, genetic profile, and disease course in addition to cognitive phenotype.
INTRODUCTION

32
The histological pathology of Alzheimer's disease 33 (AD) is found across a wide clinical spectrum [1] . In 
161
Of the 1,368 eligible participants, 98 (7%) under-162 went autopsy (termed the autopsy subset in Fig. 1 ).
163
Compared with the non-autopsy subset, the autopsy participant was given a primary pathologic diagnosis.
169
Of the 1,368 eligible participants, 954 (70%) also 170 had complete FAQ data at baseline and at least 1 follow-171 up visit (termed the FAQ longitudinal subset in Fig. 1 ).
172
For these participants, the mean number of visits was Table 1 .
270
The mean composite language score was (Tables 1 and 2) .
297
Comparing APOE4 status in the full sample 298 The odds of having at least one APOE4 allele 299 differed between the memory, typical, and language 300 subgroups in the bivariate analysis. Therefore, mul-301 tivariable logistic regression was used to model the from either of them (Table 4A and Fig. 2A ). 1 b time is the rate of change in total FAQ score (points/year) for the memory subgroup. b typical is the difference in total FAQ score in the typical subgroup compared with the memory subgroup at baseline (time = 0). b language is the difference in total FAQ score in the language subgroup compared with the memory subgroup at baseline (time = 0). b time × typical is the difference in rate of change in total FAQ score in the typical subgroup compared with the memory subgroup. b time × language is the difference in rate of change in total FAQ score in the language subgroup compared with the memory subgroup. The following covariates are adjusted for in the model: age at first visit, years of education, APOE4 status and African American race. 2 b time is the rate of change in CDR sum of boxes (points/year) for the memory subgroup. b typical is the difference in CDR sum of boxes in the typical subgroup compared with the memory subgroup at baseline (time = 0). b language is the difference in CDR sum of boxes in the language subgroup compared with the memory subgroup at baseline (time = 0). b time × typical is the difference in rate of change in CDR sum of boxes in the typical subgroup compared with the memory subgroup. b time × language is the difference in rate of change in CDR sum of boxes in the language subgroup compared with the memory subgroup. The following covariates are adjusted for in the model: age at first visit, years of education, APOE4 status and African American race. 
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Comparing baseline function and rate of change in
